A 34-year-old man presented with a 2-week history of a relatively asymptomatic truncal rash with gradual spread to involve his face, limbs, palms, and soles. Approximately 10 days before onset of the rash, he experienced a flulike episode with mild arthralgias, sore throat, and mild headache that had reappeared intermittently prior to his evaluation.
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A 34-year-old man presented with a 2-week history of a relatively asymptomatic truncal rash with gradual spread to involve his face, limbs, palms, and soles. Approximately 10 days before onset of the rash, he experienced a flulike episode with mild arthralgias, sore throat, and mild headache that had reappeared intermittently prior to his evaluation.
Physical examination revealed a healthy looking man with a diffuse papular eruption and minor associated scaling involving the trunk and limbs (Figures 1 and 2 ) with discrete erythematous lesions on the palms and soles (Figure 3 ). The patient had mild scalp scaling, mild photophobia, and a moderate degree of adenopathy, especially in the groin and posterior neck.
What is your diagnosis, and what lab evaluations may be helpful in the diagnosis? DIAGNOSIS: Secondary syphilis.
DISCUSSION
Infection with Treponema pallidum has myriad systemic and cutaneous manifestations (1, 2) . Infection is usually due to intimate personal contact. The 2 broad categories of syphilis are acquired and congenital; further subdivisions are noted in Table  1 . In the vast majority of patients, a primary sore, or chancre, occurs 3 weeks after inoculation. Without treatment, lymphadenopathy occurs and is followed by a variety of mucocutaneous lesions that develop approximately 3 to 12 weeks after the initial chancre (3) . Studies investigating the long-term effects of untreated syphilis have identified a 10% mortality rate (4).
Signs and symptoms
Secondary syphilis is characterized by generalized mucocutaneous involvement with a variety of symmetric and usually asymptomatic lesions ( Table 2 ). The coppery red, macular, oval lesions are the earliest and usually occur symmetrically on the trunk with orientation along skin cleavage lines. Papular lesions appear soon after the macular eruption and are considered the most common in secondary syphilis. The appearance of the papules is dictated largely by the body region involved: moist, coalescing papules in the perineum (condyloma lata); split papules at the corners of the lip or angle of the nose; eroded papules on the inner lip or anal rim; and psoriasiform papules on the palms. Late in the second stage of syphilis (a year or more after infection), a widespread micropapular eruption may occur, or alternatively, a large papule may be surrounded by smaller satellite papules. Lesions involving the mucous membranes may be papular but more likely appear as gray oval patches on the palate, inner surface of lips, or buccal mucosa. Finally, the alopecia associated with syphilis may be diffuse or patchy ("moth-eaten") if on the scalp. Additionally, eyebrow alopecia may be due to syphilis (5, 6) .
Nonspecific systemic symptoms such as low-grade fever, headache, malaise, and myalgias and arthralgias are common in secondary syphilis and frequently worse at night. Generalized lymphadenopathy is common, and epitrochlear gland involvement has been described as pathognomonic. Patients may complain of sore throat or hoarseness, which indicates involvement of tonsils and larynx, respectively. Systemic involvement of the central nervous system may be indicated by headache, visual changes (optic neuritis), cranial nerve paralysis or, very rarely, meningomyelitis with paraplegia.
Diagnosis
Given the variety of skin lesions seen in secondary syphilis, there is a large differential diagnosis for the disease (Table 3) . Past medical history, medication history, allergies to medications, social and sexual history, and a family history of skin conditions (e.g., guttate psoriasis, pityriasis rosea, drug eruptions, and tinea infections) are the most helpful in establishing the diagnosis.
The diagnosis of secondary syphilis usually can be confirmed with serological tests, which are either nonspecific, nontreponemal (reaginic) tests or specific treponemal tests (7) . The nontreponemal tests widely used for screening at-risk patients include the VDRL and rapid plasma reagin (RPR) tests. In primary syphilis, the VDRL and RPR test results usually will be positive 6 weeks after the infection or 2 to 3 weeks after the primary chancre is seen. In secondary syphilis, these test results are positive. To confirm the diagnosis of syphilis, a specific treponemal test must be performed. The 2 commonly used specific treponemal tests are Treponema pallidum hemagglutination (TPHA) and fluorescent treponemal antibody absorption (FTA-ABS). Unfortunately, these tests are not always accurate in all patients, so the clinician may have to decide on treatment before the relevance of the test results is completely understood (8) . An infectious disease consult can be of great help. Common causes of biologic false-positives for specific and nonspecific tests include autoimmune diseases (lupus, rheumatoid arthritis, and polyarteritis nodosa), malaria leprosy (especially lepromatous), typhus, viral respiratory tract infections, infectious mononucleosis, active pulmonary tuberculosis, hepatitis, subacute bacterial endocarditis, measles, chickenpox, filariasis, trypanosomiasis, leptospirosis, relapsing fever, Lyme borreliosis, pregnancy, old age, and narcotic addiction (9) (10) (11) (12) (13) (14) (15) (16) (17) . Newer diagnostic tests, which include enzyme-linked immunosorbent assay or polymerase chain reaction technology, are being developed (18) .
Treatment
Treatment of early syphilis (primary, secondary, and early latent) of longer than 2 years' duration requires benzathine penicillin G 2.4 million U intramuscularly once or aqueous procaine penicillin G 600,000 U in 1 intramuscular injection daily for 10 consecutive days. For patients allergic to penicillin, tetracycline hydrochloride 500 mg 4 times daily for 15 days or erythromycin (not the estolate) 500 mg 4 times daily for 15 days is indicated (16, 19) . Two reactions may occur during the treatment of syphi- lis: the Jarisch-Herxheimer reaction and reactions to penicillin (anaphylactic and Hoigne reactions) (16, 20) . The JarischHerxheimer reaction is encountered approximately 12 hours after the administration of penicillin; typical symptoms include fever and possible worsening of skin lesions. Usually these reactions require no treatment; however, for later-stage patients (i.e., those with neurosyphilis or cardiovascular syphilis), pretreatment with corticosteroids has been helpful. Because anaphylactic reactions may be fatal, patients should be observed at least 15 to 20 minutes after receiving penicillin injections, and emergency kits should be close at hand. Finally, acute psychotic symptoms (Hoigne reactions) due to procaine penicillin have been encountered (20) . We obtained an infectious disease consult after the patient's screening test results were positive, and he was treated successfully with 1 intramuscular injection of benzathine penicillin. Additionally, he was tested for HIV and hepatitis after his social history revealed high-risk sexual activities. These results were negative. 
